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'J W A £ <*> * 4 ^^mm^M<r> 63 & K is^X. tfr ift«* s «& £ o fc 0 
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A-4P<fci9*>8~l 0-IS4>ffi14*<S^ii:*s^t,*^** o CA4P*sJ:tfCAlPli 
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CA-lPCl^, J&fOtii4#ftfflIlli, CA-1 P (£*Ui, 

-5>o C A- 1 (4, M-S«fi-7V ^WT-t^V^SW^KAS^fcHSFLx 
&^fkKi:»9 N MBSIt TA<^o-CJ > £<^/hm^*jM£lt^-e£ 

&f<b*L& (i*L&j'Rijg?n.*»/») : (a) mm <vm- &mzmn ft simm^m 

^-/a-t^co^:^ ^^^^^11= feci- ; (c) jBflMfflj&tt, r?I/±ittJ Mm*G-r&zt 

{z.<ommx~it, ztia, mtef-M £*udu m*&K. mmm 
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^fc^&tt, C-2' , C-5' i/:(iC-6' Tiling Mt^M 7* 4 tt 

&#yt^f T^OVi-f *L*»4:fl|x.TV»4) 3, 4, h*">7x-/Utf' 

-7^AficJ;0 f 4' -^ + y, 3' -0-*X7x-M:^»)i!> o i^S^W^i 

>t VTA s t LTc7)gS:^?tt7t:^f^c7)tiS^ffl^a:#?tl^o *93lffl 

tfD<?X C-2. C-3, C-4. C - 5&*ffC- 6tiLW.~C<?)* h * i/M<7) — ffifrMt & 
£fcd*afta«Jfc#S-e*4£i:»i, a»tC«fiKW 44 ttf -e*4o £<&«*> it 
ft/** - >Ji4 fc. VTAst LT^b^fSttS-iCiSo 



A^-C<753, 4, 5- MJ> h^->mi^^°^->i5j;a f B?i-C(7)4 h £ 

fctit, fl/r ^>0f^ftd»e)S«iftS*LTv»4 (133) o ftot, *fr&5H^7&£*K 

^vMJ^^ta^Mli, #Jl£ *l& 0 (CA- 4 P tMaLT) CA-lP<7>efcJL? 
^»^3l6tttt8!i£a;&*IKI«*#M§*tfcMt, *»Wt«>«W*-e& >K tfifctt, *0 

mM*6L®&m*®.&*&ti l^^o 30 

[0013] 

(IS§JI<Dgir) 

S^Ym^m (Cft^WU 3>7*V^?f->A-l*J:y ! A-4t:«j|fl<j»:|l9aLT^ 

[0014] 
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Mb 1 1 ] 
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R, , R 4 tstVRs (4, J8!Mlfc, H> OH, {SMT)^^^'y, NH 2 , N0 2 , N 3 > 
N H — R 6 > ^nyy, (-0-P (O) (0- M + ) 2 (D V y m*- * T 

Jfcli-OPO, R 7 R g "C&oT, iCLT% Mfis > i li* (tfflx.^ N 

av K£ 4 IfL i ) "C** : 

R 2 14, H> OH, ffi»T;V3 + ->, N H 2 , N0 2 , N H — R 6 „ ifctt-HR& (-0 
-P (0) (0" M + ) 2 60 'J >»i^-r JWfigB^ i/:li-0P0 3 R 7 R 8 ~?$>-?X 
, £^t\ M(4, &JS*^*>ifcii*£ Na, KfcitfL i ) >j , 

, N H 2 ifcttOHti, R i fcSUfcLfia ; 

R 3 14, H, tt7;V3^v, ifcli-Jtt* (-0-P (0) (0" M + ) 2 0 0 
*7^H&£&33\. l/ci±-0P0 3 R 7 R, fiot, M*i, ^*8*f-*>*fcii 

ia N a, K£ J: C/L i ) -C*>& ; 

R 6 (4, 7^S7y^7^S^4;f LT 

R 7 tsXVRs (4, SIMHK, &MT )\> * )V ^ y^DTWJW 7 'J - ^ £ £ {4 T > *~ -7 

(NH 4 + ) TNfcfco 
[0016] 

[0017] 

Mb l 2 ] 



R, tt, -#5$; (-0-P (0) CO" M + ) z ©V ^Sfci^^JWJttfflJ^, - 0 P 0 3 R 
f£> Na, K& J:^L i ) •?> ; 

R 2 (4, 7J^^Sl^li7>*-vA^ (N H 4 + ) ; ^Lt 

R 3 Wt, 7^*^*4 7tf4v^D7JV^JV-C*>S 0 
[0018] 

m^M^#^^il^M : a-rs^^^ffi^ili«tIW'fb^J (VTAs) T^i> 0 

MCli, 5U43 4<^I I (D^t^a^l f4, jB^<^«5Sr«ka-r«>B5^^rffl"C* 19, £ti<bO;fgH 

(4, iUT* f #tf ?>*14 (£*l<bfcl&SE3*l*v>) : 

(Bfflfeffi. 3LM«. *J§§^> WMffi, ffl^, B5 (/MfflMH££^r£>T) , JtM, 

jem, ipm«, pm> g«s, mum. wwmm. m$.i&tei$*u i &.jBm (m^±8.m 
> ^«4s 4 tr^< - * v h'j > ^JB t f) ; 

#fS«^J<o£jfiLt£JM (^14*«):a f «14#8l146jfiLffl, 3HU&fi£#l*£fc#33 4 z/fr 
; 

4 tf3ttgtt&$OJM (Mfl&fi, #ig2HfflJkJtt> 4 7 > 

«!<£>«» (H#JB. ffi±£fi, ft^ffitt. ^r-feyxn-v \L?*yY7,J* (x 
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enoderoma pi gmentosum) , ^"7F^>l--7 (keratoc 
t a n t h oma) ^ ¥W?iifl&1*kJS. *5Mb¥*K8M§J3 «£ UFfj *°->*pHJtt£"&£T) 0 
[0019] 

^ft*9>x_. #|&93<Z>B«Jfi* fa-yij>«7)7-b>^';«/MtA2)<?)^Ittl,l^J 
(^ftfi. a#*jfiLtf#Wfltffi|-e**) t-MtJitiao-c, ffljR&Jtf^^SJrJlii 

«)& * Hf it * tz HHLik-r & Urn fc&flrt- *iH:*,So 
[ 0 0 2 0 ] 

[0 0 2 1 ] 

m * m m $ tz u mmr *wmm*xu&Ltz^<7>tmt$tzm3M<»&m..<7> 

J5&£> XUVuRWtiimTZ Z> &<7)<7X »i L Jtf&Kfcffi&l-So 

*»IB<Ofli<&4f«, BW^iWjfO^li, iofEifctf^K^fc #l£*ffl*i3J:tf«Stt 
OBtjfcOttffl-Cttx J£&im*fc> #fc9JfELfcv»RB>!K ajfcK*>*tr 0 *l& 5e*S * ft "C 
v*fctfft«\ ^B^fflS-f TMSffl-r^^TC^^ffli^^iW^fflm^, 

r^smte £um®L®(D]*iui±, *wmm*x^mt Lrm.m^*tx^z> 0 

[ 0 0 2 2 ] 

(»«<z>tfMBI«l:8i«) 

[0 0 2 3 ] 

*»W^b^*lEJfci-4^^«ffla!ft*ai^oflBSo5fej||ti, Jii. t & 0 £ft*> 

<Z>5&*Mi, (#5fe<&»^fcR£3ftTv»*\/>|R»)) , * fctt*ftJ: !) *gi/»2s<D 

[0 0 2 4 ] 

mtz2tix^&^w.^-m*%-fz>^7-uj%ir&, ^ tib<DW.?-m$: mtz-t 

* £&5e3 ft* Cl t KH^-* - '* £ 
[0 0 2 5 ] 

3S:<^jS^»w-c, 4ias-c<^m»£R (jESS^ftT^*) -e®&?ft#-g> 0 ijjTMJi' 
f&Kte/BSftfco ffc£«>*#fi»<9£oJ: ? fcgKWU /nfjK ^ y 

4, 4 -v^-f-JW^^-JK 2, 2, 4 - I- 'J * -f-Jl/^^-f-JK 7 

-;K t*->;k 9>7*>'JK Kxv;v&t*#W<bft&o ft^WfcS&SKii. ^T^I 

U B r , I ) , ;^nTfr*)V («njx.*f> CC 1., ifcliC F 3 ) > TJVn^y, T;i^ 

t Ka^->, *;VjK+-> (-COOH) . TJV^rJV'** JV^—^ (-C (O 

) R) > T)V*)Vj] )],tf~)\,**-s (-OCOR) > 75; (-NH, ) . */W<*>fJl/ 
(-NHCOOR-ifcli-OCONHR-) > (— NHCONHR— ) Sfcfi*-* 

(-SH) o JefcLfcTJi'+Ji'lfcfiifc, 1« ^»i-€-ftW±o^-^-fife^ 
f fi 1 m $ tz l±Z ft&± L# * 0 

[0 0 2 6 ] 
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zmffiT Jl/dfJVi^l^tSo fllfcli. CH 2 . -CH 2 CH 2 -CH 2 CH 2 CH 
[0 0 2 7 ] 

T<7)&<D 1« tz\t*fl&.±Wmif htl%> :^oy>, 7JW*;K TJVn^v, T^^^ 
[ 0 0 2 8 ] 

, 5 JI33 Xlf 6 (£*W;)U 0 ~4l@c7)^T-aM^-^^L^S) fitf 

-C£<, ^Sjt^ (>r*U;ju 4>4 < & lfl^fi^tt&) -^ift)^. T'J-;v* 
CDMHf^ ^>-t*>^ 7i-JK "77^ fi7x>, f7V-JK >fyf 7 

v*-;K -T5^V-;v> f'Jrv'-Jk ff7V*-JV> e^Z-JK -f v 

***J-V-JW f'Jyy, tfvvV, try ^->* J: tffc? 'J 5 ->* > t*&mjbti&<> £ 

<o^#m^> i« ^(±-ettj^±^m<£*^T, ±m<D x i ftw&S; (mtn, ^vy> 

[ 0 0 2 9 ] 

EaSfcfifrtt-CJb^H* ; L^U If W ^ Li/> s ffilfcJis y h*->» ^^•;v^-^-> 
, 7"n^^r->, t -"T**- i -T/tuK+vfc^jWtf hti&o ft 

£ t^7JVD^->S(i, 1 ~ LV»T^3 1 

- 3 IB ^fclS^ S^iL^7^3^r-/lli, y h+y-e*S, 
[0 0 3 0 ] 

[ 0 0 3 1 ] 

Sffctt-frLfc* (i"^to*.> NH (Tn^M ) *jfci*i-*o iONHU, ^<jot^^;u 
i*7'J-^4fcliAfn7'J -Jl/KSIiBfi-*«MS-C**o MKIi, NHMe, NHEt 
, NHP r ftk'tfmif htl&<, 
[0 0 3 2 ] 

uff)757^7yjv75;lfitf)75 y®7->;wSfi, -?-cdt^ y hWm £ *Lfc T -> 
£*l£><7>7 5 y$m> «-7?y«, ^-757^^7-7^11:^ 

^j^stMifco U£ t^7^ y seofliKtt, ^y^y, 7?->, n^->>. -ty>, 
^j^^i, 7^^7^>f, ^v*-:^ -rcy>, >fvn>f3/>, ^jp-f- 

, 7^->, jS-77->, hy-T^^r^ ynr/, t^^v^^^^tf ^tts 

[0 0 3 3 ] 

- 1 'J >f7n K7 y ^*£W\ ftS»«14<b«-S»t, Mx.fi", frrt"C<?>»!SI* X 
m&J*x 7 r ^--tf^^Stbii^^T, -f>if^x% ny7l/n^f >A-4 
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> 7 u ? * * > a - i £ s^tSo y y m -/n k * ^tii tz n u > « j. * ? fr&gifr 
a, ^mmm^x^t, 3z&*s&Ktem$iM>#. vy&^x c-o-p (o) 

(O- M + ) , ) N 4>fcli HfiS>y >*h ij^^xJV^ (-OP(O) (OR) ,) 4 

i<fB<ay ^Bt-^MxMBfl- (-o-p (0) (o- m + ) Mtt, 

^ #3§i^fi. ClogBfcfiRgjcSftfc^o ^Ki^-r^JfigBS-fif fc % (-OP 

(0) (0-7^^;V) 2 f fcji (-0P (0) (O-NH, + ) 2 ) *-g-*L#4 0 
[ 0 0 3 4 ] 

^^mta, 5imi^*3 <fc tfjESS^) ; T;v*y^JS*^*> («*.'**, Na,' K, Li) 
, 7J^'J±MII (fllx-tf. Mgl^iiCa) 4fcii=Hr«T5 ^tt pct 

i^WWO 0 2/ 2 2 6 2 6f^:(iiWO 00/4 8 6 0 6 -f-T'if^ $ ftfc «> <7)) 
[ 0 0 3 5 ] 

[ 0 0 3 6 ] 
[ 0 0 3 7 ] 

^•jL-^y fflm^^T, ^-ry ^ie^aiH-?* tiiffi 

zrnmm tu, *« 

[ 0 0 3 8] 

MtHfitrtb^J (£*U±4fc, Jfofftafc&jt Ltt^^tit^^) fi, *r^a«^^Sffi« 

x2.i%t&-rzzkK£i), mm<Dmm^^>%&&o m^MMi*. mm mmzti 

[0 0 3 9] 

-t&tzfr^mmmmim ( tvtaj ) (#t-, >m&m os^-*nwf*o 

[0 0 4 0] 
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[ 0 0 4 1 ] 

strnmrnmn (brb) a, LfcftBLmBkfrbfcj&ztL, ztih 

0 >^^J, f-^-^U>m^lfi$3Wi3J:O f jlii^«j-fkjW»i, itifccoHlfrfc 
Jfae^Jt?g,«Bl^P! i: i£±<aMU4£ £hT LT h & n "C, ^ ^ eo jlii^ § 

fif£f?jtL#4o I^o^-^y >jg<&SJ<aEBr gjffi. »#J*rftll\ r 

[ 0 0 4 2 ] 

( TVSMCJ ) <7>-mi, a*. JHtf3R3R*«HWLTJfiL^4:KftiJi-%*^ **ie>(3 
[ 0 0 4 3 ] 

i:fU:H s f|« (Ip, J.H. , Ml 9 9 0) J Am Coll Card 

1 o 1 , 15:l667~1687;Muller, D. W. M. t, ( 1 9 9 2) J A 
m Coll Cardiol, 1 9 : 4 1 8 ~ 4 3 2 ) e &£&J&gPlfiI# 

fi, JM>«S*fi!SeH^ (PDGF) is J: U^^ttl^f ^#fflJMg H^- (bFGF) 
[ 0 0 4 4 ] 

If^li. ffltoBk'*-* >**^% (CAB) , iirtl^i^i^BlfffltC, ^ 
M^'^- ^t^M, 7rn-Am ^--^--BJI&S ifcttiMSfrt.a-r:' MS* (# 

7TO-At4H@»l 0fKbfc4^iJj:O ! S*^g*ji5 ! f^fiS)*!! 
frt>ht\ USE^ *^B3©"¥cfl*i 4 ,1U&<7) 3 0 - 5 0 96"CfeiS (Ross 
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, R. (1993) Natur e, 362: 80 1-809) 0 
[ 0 0 4 5 ] 

£fi?E<7)*£&jfeP;££#^#, tfrmtmRfrfrfr*) x &%KyFmx-$>&) Xli%<, « 

[ 0 0 4 6 ] 

(Dust in, P. (1980) Sci. Am. , 243:66-76) fc* 

It^C^-C^Jo HK, ^/Mrti, c -mo B»*Ifi?iJ:O r CD-2-*t 

M^t LT, «BJ3&1S«^*»t*M^*iSI5tt^®*iJS:*^L (Verde, F. <b (19 
90) Nature, 343: 233-238) . $tz. mMMMABT p5 3^4i 
f&fcJtfS V- 4 0<7)T-iJLiEOM^rfi> HtcSH^T, 7* 'J S (M a 

xwel 1. S. A. f» (1991) Ce 1 1 Growth Differen.,2 
: 115-127) o Usb^li, SKiLLT^fcO-Cfifc < . *>*8M4* fi^ 

4 * -£ J: -fa-rU >^ ^-f -7- T-fe> 

yjfi, ^a^ftj^f^T^T, iiai?tLT, ^7;-» = n» (gtp) t. m& 

L * tttttft * >/< * R * s ^H-e * * ; ft * , * * -> * a < ^ » t 

, 1 
[ 0 0 4 7 ] 

a»i;>*TJU*nW K) Ji> *fcMfc«a&M<0$ ^CASc £*Lfc<3«/>«E*j*im, 
[ 0 0 4 8 ] 

Taxoi (sm«) fi, m])%w4- i §mmMx$>&frz ttmh 

a«j?ffliis*ffl#-r&it jcj: ftm-r& (Schiff, p. b. , h (1979) 

Nature 2 7 7 :6 6 5; Schi f f, P. B. h (1981) Biochem 
istry 2 0:3 2 4 7), 9 * V - )V<D?f&T K X , >; ><Z> 

li, *a,->->a, &?£j3.fcO f IH#a!l»Jl- J: »? , JSS^-HS hK&fckiZ2> 0 Tax 

[ 0 0 4 9 ] 

L^L&**e>, Tax o 1 Ji> **v-;K9&^-fciB£nT, a*Li^ 

[0 0 5 0] 

£<?)<7X RM^W^?ftT^2. (Currier^. [Colchicine I 



JP 2005-507912 A 2005.3.24 



nhibits Restenosis After Iliac Angioplas 
ty In The Atherosclerotic RabbitJ (1989) C 
ire, 8 0 : 1 1-6 6 ; O' Ke e f e?), [Ineffectiveness 
Of Colchicine For The Prevention Of Rest 
enosis After Coronary Angioplasty] (1992) 
J . Am. Coll. Cardiol.. 19:1597-1600 £#J?B) 0 Lj&>Lft 
tfh, ZKDjjiktt. W^£*l»£fcliteT$**R*fc, C A - l $ tz (i C A - 4 <o X i 

%M.<gm8Mm*i&m-}-zzb ^kltv^k ztn&k., *$kww%&\*. ca-i 

Sat tiC A -4<D£i fcjfiLtt«fiMfcjM/i»t"rfc < Zfth<Ofc&Vo<D'?n v 7*&m L 
[0 0 5 1 ] 

U .M<7>Sf + 3**4?£ feJil:^05ttffi*|ijgSfc#* s jfe-4«rf>^ blithe Comm 
on Toxicity Criteria of the National Can 
cer Institute S-ffiffl LT, ^® 2 £ fc ii^ *lJil_k l^;K*> A 3 -> x 

. -f* (mucositis) ^Mli^Tt. i!?4<-Ci&. 

[0 0 5 2 ] 

[0 0 5 3 ] 

-b^n-;*.. ^ W >ggjtf-;K *ji/*^->^f ;Hr;vn-^, jK'J k'-jufn 'J K>*3 

[WI^^^-e^^T^So ^ffoBIM^Jf^ B&$IHIF5*#HS0*ift® 
m:^L<, ABR» 1'- fc LTftWteTttfc^o ^*^^ 

Afeti\ -ifcfc. ±8&MfcS:a>*i*3&s ^*ugmSS|-Cti4v>*« N BStf! IRKS* 3*1* 

* frtt m-r & £ # mm^m n a* f, « & s *i * e 
[0 0 5 4 3 

WHRift. &f*k &t) gp »A) a tv&m& 
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[ 0 0 5 5 ] 

o SMRrt&^fcJSSfcilttfcl^ £Mffi}K. &W7k, Cremophor EL (B A 
S F, P a r s i p p a n y, N. J . ) iteiiV >Kffi®4S^*a7fc (PB S) *«^»f 

JK *"'Ji-Jl/ (Mx-lf, ^'J-kn-^, ^nk^y^'J J: tfjfcRaK 'J ^ U 

-r^o ^^m^^mmmt. m*.t£. wot w*.n. u- ->?->•) <vi&mK±y), fttkmco 

-JW r^3jve>», f >nt-Jl/4f) K<fc*K Kjjhf^* 0 &<<Dm&* £ 
^Cli, ^SESil (^Jx.ff, ->3l #fifir^n-;u (fllx.!** y/ufh- 

jw > ^kth'^A) m?«iHfiu>o -^^ait^t^^t^ ^© 

[0 0 5 6 ] 
[0 0 5 7 ] 

Jfym.P r imoge 1 4 £ {2 n - ;/ y, ? - ^) ; Pjf^pJ (#!) x. tiT, 7'J > S?^ ^ 
^■>9A^liSterotes) ; ^ 9 4 S' h an^ Kttrift^-ff) 

; tre*# (f»J^.tf, ^^n-^^jtii^-^* y >) ; 4fctt#» (CTx.»f, -fry 
■f-^BL* JUS fcfi*^ o 
[0 0 5 8] 
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[0 0 5 9 ] 

^ f* s * , * tz im&^&K j: ^ . ?h £ t **t £ * «, m*am&* t tz 

t*»-e-ttKfttt-C*iJ:^K, ^JVf Ttfi* 'J - AK^Sft&o 

[ 0 0 6 0 ] 

dirt>^k^Jii tz, (Wx.it. &1&<o&M&#} (Mx.tt. 3 3 7A^-feJ:^i 
[0 0 6 1 ] 

*) , ® W^B *<m-;frffl *^UK L# * o 

[ 0 0 6 2 ] 

±m&L*smM'{mi-mx_x , *mjmztz. &mmtitVB&* zti 
hit, mmtoK£®*rf£*m<*, mmmttzimrm mx.it, * % ^a-*, 9? h 

t KD + yynejMf ;i-trJi/n-^^|,^ £ *it> *l*</») 
[ 0 0 6 3 ] 

m&tg *tt\m&m&* m$&-r & mm $ tz a m m & <o a * ^ m-r & 0 

[ 0 0 6 4 ] 
[ 0 0 6 5 ] 

*mmw*-c&i&LitiK'&to<D*Lflifrtt. &mKW&LtzT fr-r* Ft&mi-w&Lfzv 

[ 0 0 6 6 ] 
m 1 3 ] 
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. ....... R z 




[ 0 0 6 7 ] 
[it 1 4 ] 




[ 0 0 6 8 ] 

K-fk^tt*W»Lfco S-St^fcJS^T, iAU (A 1 d r i c h C h 

emical C o . £ J: <// ifcliAcros (Fisher Scientific 

OEH14#<?>^<o^|i, VTAstUTOffit*lfL#6Ctli, S»f 

^t*4tt-f-e*4 0 ^-s^k^t. Hit 3 <oik&%w 1 

ft Lfc<b^!» Officii. S^3^>StaiOlSt>*i3t:a*«ffl-J-*i £ »K ^fiBT§* 
[ 0 0 6 9 ] 

Mb i 5 3 
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2) Nat/TMSa/7tK = h'j 
SJNaOCHj/O^pH 



1) HP(0)(OBn) ,/CCI 4 / OMAP 




.© 



Ni' 



[ 0 0 7 0 ] 

LT, f(7)75 Y7xn Yy -y -t 'J > 7 5 K) tt, /oK5^Slfet 

LT, «< o CA- 4<7)3' -T5 y^^^*5 Jr^'^co^^-r^-t'; 

K £ 4iitJ:l),-A j i nomoto Pharmaceu. t i ca 1 s Co 

., I n c . K£ *) BSfcA s lS3&Lfc 0 A j i n omo t o Inc. i:^ftl?H/;J 

mtmn^&xmz&m lx m^*) , i&fb;*.?-^/^ Mb 

[0 0 7 1 ] 
Mb i 6 ] 



IHiU : t 'J > 7 5 K7"n K7 f ^|fW4»R B 
[0 0 7 2 ] 



, C A- 4 P^-T ^-4rP«Lfc (05*; 5) o 




3'- 7ij -CA-4 



3V T5y-CA-4-C'J>TS K7DK9»9 



[ 0 0 7 3 ] 



[0 0 7 4 ] 

Mb l 7 3 
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[ 0 0 7 5 ] 

mn<D&i$:x^ (Hsu i i x~m^Ltzi><Dk$mKmuLtz&&ms&K * ^m^-mmx 

[ 0 0 7 6 ] 

A) rtt^<7)^>f-7-^, ^#IW7 JV* 'J 7 7 ^ - i^; (it^il C 1: J: I>^1 
[ 0 0 7 7 ] 

[0 0 7 8 ] 

o z\iih<n^^^-it, mmmm-£^x^^m-?M%*^)vs<j j kvta<t>2 

[ 0 0 7 9 ] 

if 'J x^7";vi3 J: O^'-x-^t^V^PSSI L£ 0 iS'J ^f€yxxf;V7*n ? ^CA 4 
iifc (1^*1:, ^a^iy-jutg-n^v*;**^ V*-)\> CA 

[ 0 0 8 0 ] 

Mbi 8] 
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b) CAI.CHaCli 

c) MCPBA 
35% 



H3CO OCH3 OCrt, 



HjCO OCB, OCH, 



CF3CHi-| CH 3 4 CH^CHJeCHj-^ 



Hist 6 : .a*-;^^ K'J >|yxxtJ«B^lgo 
[ 0 0 8 1 ] 20 

f>R, (CA-4 tikULX) <ftv>jW|&#14**L, COChfi, fjtt,i4»*^7i- 

[0 0 8 2 ] 
Mb 1 9 ] 




CA-4 ZSB-11 



[0 0 8 3 ] 
[0 0 8 4 ] 

(^Jfiiffil 1 : 2' -kKn^-3' -7*0^-3, 4, 4' , 5-f l>7^K->- ( 
Z) -x?~Sl"<-y (Z SB- 2 6 A) ) 
[0 0 8 5 ] 

Mb 2 o] 
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A. 3, 4, 5 - *■ 'J * \ * s y<*V s Jfc y D 7x^f*7*-^ A 7*0 ^ KOiS 
CBr 4 (5. lOg, 15. 4mmol)<7)J: <ffi#Lt7-t h > (8 OmL) fcjfcfc 

. o *ct% n 2 ~n~T. 3, 4, 5 - h u ^ h + ->^>v^TJvn- ^ (2 . 2 3 g. 1 

1. 3mmo 1 ) h U 7x^JU*^7^f > (4. OOg, 15. 3mmo 1 ) £iD 

-f ;vt LT, Jfe-fk^>y>l/*ftfco #c^t\ ico^-OVSrCH* CI, (5 OmL) fc* 
iL, -eUPPh 3 (3. 25g,12. 4mmo 1) SriJDitsfeo ^■^RJB^Sr-ttin 
f*L, ^"C. ****iDx., f<D«|^CH ! C 1 2 ^Wt-SI^J: iJ, ML 

, 4, F+y^>vJHV7x-JV*^*-')Ayo7^K (5. Og, 8 5 

96) *»Jfc„ 
[0 0 8 6 ] 

B. 2 - fc Kn^y- 3 - 7o-f- 4 h^y^>X7JVft 

(1*4%) (10 0ml) ^IILoo, 2-K Kn+y- 

4 -> h^y^>X7W F (3. 04g, 2 Ommo 1 e) fcftHMcjg ( 1 MM, 2 
Ommo 1 e) -C&SU S^T, NaBr*»»"Cjftltii:, J|£^8 0%T^ 

l^l^ltliU. y')*^ (A^fy^3o%EtOAcT-iW) 
£ 2-liKn^v-3-'7'n^-4-^h^r->T;V7 = "l;K(2. 1 lg, 47. 2% 
) 

[0 0 8 7 3 

C. 2- ( t -rf^y^f^yj JV) - 3 -^n*-4 h+i/^vXTW KO 
MSI 

2 Kn+y- 3 4 F^y^^XriVf K ( 1 . 96, 8. 5 mm o 

1 ) ODMF (15ml) mWmm^. y^vynf^xf^r? y (3. 0ml) *JH 
i, H^T, t-yf^/^f^y'JJV^nyO' (TBSCU 1. 91g, 12. 8 
mmo 1 e) SriPx/to *«>ElSi&'frtt*, SfiT, 3 0*I»L, fc, 

(2 o g) ^inxi/co roiS^*^--r;u (3 x 2 5 m 1 ) -v-mth Ltz 0 ^<r> 

•x--r;Hg?fc£7R (2 5ml) ^J:WNa HCO, igift (2 X 1 5m 1 ) -Ctt^Lfc 

0 &*fc£3£3&3-£T\ *4 )l> (2 . 5 4 g> 7 . 0 6 mm o 1 e > 8 3. 1 96) t LT, 
2- ( t - 7*-JUi?jt •f-JVv'V )V) - 3 -Xot- 4 h ^y^yXTJVfl: K*#fc 

[ 0 0 8 8 ] 

D. 2' ( t - -ff-frV* •f-fri'V )V) - 3' 4, 4' , 5 
--ThyJY^ls- (Z) 

5 - h V > h * vJl^ h^z-il'^^^^'JAXDT^K (1. 5 7 g , 3mmo 

1 e) <£>T H F (50ml) JRflftK^ - 1 5tf, (7 JVr^TKT) , T*?-*'*)-?? 
A (1. 5m U 2MMt'A 3 mmo 1 e) £Jn;tfco ftfc*fc**i:*7ft*\ SfflT 
, 3 0 55-M«#3-£fc o 2 -t KD + y-3-7*nt-4-^ Ky^>X7JVft K ( 
0. 991 g. 2. 8mmole) SriPx., ^OSiSfi-frtt* 3 B#H!M$Ltt»tfco i^) 



(23) 
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*<£H 2 0-C#JfcU f Ltx-fJV ( 3 x 2 5 m 1 ) "CfflltBLfco 
-^^*78[**"rflE*U, * LT*»«rafe$&S*T, 2' ( t 

-3' -/o^-3, 4, 4', 5-f h7> h^ry^fJU^VOZiJi^E 
(fi#tt 1. 2-0g, 2. 3 6 mm o 1 e , 78. 7%) *%tz<> 



E. 2' -kKn*->-3' 4, 4' , 5-fh7^h+->- (Z) -7. 

2' -i^y- ( t - -f^t^V ^ •f-Jl/Z'V ;W - 3 ' -7*n^-3, 4 , 4 ' , 5-fF 
7> h*->^^;i/^>OZis J: tfEil^-ft ( 7 4 3 m g , 1 . 4 6 mm o 1 e ) *^~f 
&DMF (7ml) KF (84mg. 1. 46mmol e) S^HBr (0. 

17ml, 1 . 46 mm o 1 e ) SriPx.fc 0 **)£Ej£*TL Ct^-^ - Lfco 2BiC 
, ffi^HBr (0. 17ml) *ijnx.fc 0 2 B Hl«# L*£»t fco ZwfeflL 

HtK (15ml) *JJPA, (3 x l 5m 1 ) T^fitBt^o ^^JftiH 

**5ACafflU ^LTA^ft> : g^jL^P (7:3) TiaiLT, 2' -KKD* 
v- 3' -yu-t-3, 4, 4' , 5-fh7^^v- (Z) ( 2 5 6 m 

g, 0. 6 4mmo 1 e, 4 3. 8%) Sr»fc 0 
[0 0 9 0 ] 

Mk2i] 

H-NMR,(ppm, 5): 6.95.0H, d, d=l 1.5Hz). 6.56(1H, d, J=8.5Hz). 6.52(1H, d, J=l 1 .5Hz). 
6.44(2H, s). 3.80(3H, s ), 3.61QH, s), 3.54(3H, s) 

C-NMR,(ppm, 5): 155.00, 153.38, 150.72. 128.40. 126.07, 122.48, 118.59, 133.00, 103.93, 
103.49.60.98,56.44,56.15. 



(mffiM2 : 2 ' - 'J h T J * A- 3 ' -7*nt-3, 4, 4' , 5-ff7^f 

*->- (Z) -*^;l^> (ZSB-26B) *>W$£) 
[0 0 9 1 ] 
Mb 2 2 ] 



A. 2-0-tf* (^>v;P) JP- 3 3, 4, 4' , 5 - r h 9 p< h 

(Z) -7f;M>(7)iU 
P§it> iajftH-*5J:0 t 7;i'^>AP*#x.fc7 9^ act, 2' -U'o + y-3' -7n 
*-3. 4, 4' , 5-f h7^h+v- (Z) (2 5 0 mg, 0. 63m 

mo 1 e) fcT-kh-MJA' (10ml) fcigJS Lfco - 2 5 "C 2 T^SP L fcfe, Ea^b 
J)t|t (5 ^1, 3. 1 5mmo 1 e, 0. 6ml) SriD^., * 5#M*#Lfco 
aittf^^oT, yVV7"nt';Vxf;V7 5 > (0. 65ml, 2^*) SrflOx., iBE^T 
, DMA P (1 8mg, 0. 3^S, 0. 1 5mmo 1 e) £Jnx-7to 1 -fORJS 
2 0t*ifSJaJ:7 fc&JE-C. 3E V y«v^ > ( 0 . 2 5 m U 1 - 2 
6mmo 1 e, 2. 0 MS*) £>t0> o < >9 2: Lfc«6tD*H*& Lfc 0 ^ORlS^Je Lfc» ( 
TLC*#fCJ:»), 1P»M) , 0. 5M KH 2 PO, (5ml) £JPx_, 
iai-CBgfe, f LTft|if;v (3X2 0ml) TttfflLfco #*J*fc»»ttm»** ( 



[0 0 8 9 ] 
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2 5ml) £ J: tff&fD N a C 1 ( 2 5 m 1 ) $c& U ^ T\ t/c 0 HI Lf£g££|& 

*>J ;u- 3 -/ot- 3, 4, 4' , 5-rf7>f+y- (Z) -X^'O (390 
mg, 9 4. 5 96) fcftfco 
[ 0 0 9 2 ] 

B. 2' -'J>iZtf^A-3' -7d*-3, 4, 4' . 5-f f7^f + y- ( 
Z) 

2-0- ex (^>v;U) y 3 -^n^e- 3, 4, 4' , 5-7f7^*y 

- (Z) -X-f-frsO (2 1 2 m g, 0. 324 mm o 1 e) is «t 3 i t i~ h } ) O A ( 
97. 2 m g , 0. 648mmole) <VM7kT -b h - h U (5ml, 75^3* 
, T^=f>T) <7)^7KT-tr h- h 'J JV (5ml, ^77^3 + , T;V=f>T) jSSt, 

(»L<»#Loo) , >? no h lMf-JV->7> (7 Omg, 0. 648mmol e, 0 
. 0 8 2ml, *»5)o < V) fcjjpxfco 2 O&WHItfLfctt, TLC##ffcJ:»K 

ml&l&EriUi&ft* < &o£ 0 -i-^^TK^iBxT. f IT1 0%ftft 

Ith'Jvi^ifg (5*) ZtotZZk X *K *fcfcfe*B*v»*: 0 U 
*ffl*ttK-x-^)U (4X1 0ml) -CJSiai.Lfco -^^fc^^aitl^SBET'emL, 

ft ^ y-JV (2ml) fc#»Lfco th'J^A^ h^v-K (95% 
, 34mg, 0. 648 mm ol e) *— JftfcjD*., 9 B»W»J* Lfco 

*y-^*fcU±TKT|&*U 7K-^^ /-W^iii^Se B B B LT, (6 4 

m g , 0 . 1 2 mm 0 1 e , 3 7. 0 %) 

[ 0 0 9 3 ] 

lit 2 3 ] 

HNMR(ppm, 6): 6.98,(1H, d, d=l 1.5H2), 6.58(1H, d, J=8.5Hz), 6.50(1H, d, J=l 1.5Hz), 
6.48(2H, s), 3.83(3H, s). 3.63(3H. s), 3.55(3H. s). PNMR( PP m, 5): -0.36 



{^mn 3:2' , 3' - ->*- h D - 3 , 4, 4' , 5-fh7^ h*v- (Z) -^f 
A"«> (ZSB-3B) ) 
[ 0 0 9 4 ] 
[-ft 2 4 ] 



|*y^oo>r/ (2 5mL) 4 3 ^4-> 3 — b n ^>X7JVfk F 

(2. 9 4 mm o 1 ) i3 J: C/3 , 4, 5 - h V * h * >"« > V )\> h- U 7 j. — /U* X * =- 7 
&7n-?yf F (1. 5 4 g> 2. 9 4 mm o 1 , 1. O^fi) N a H (0. 424g 
, 17. 6 7mmoU 6. 0 M*) *illx.fco -fORSE Si!^ #J 7 
#U ^LTTLCet-^-U. £<*>RI6£* TfcSriDx&i 1 1 J: «3*x>^u * 
<7>«if£5>8lU ^*My?nn^r/ (3X2 5mL) ^ttlffi Lfco 
«S*7*5-f >Ti5fcj£U Na 2 SO, L. f UiS^CTliU, 

?v^£*§7t 0 ClftK:, & 1 5mLfi9->'^nnM ?>frj)U?L^ ^ LT— Bfc?&*P L fc 0 ^cd 
ffll^S^777ya7Dvf^77^-J:WC, 2' , 3' -y-hn-3, 4, 4 
' , 5-ff7^^y- (Z) -*^>l"«> (0. 5 8 1 g> 1. 4 8 mm 0 U TO 
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#5 1 96) MU; 0 
[ 0 0 9 5 ] 
Mb 2 5] 



'H NMR (300 MHz, CDC1 3 ): 5 



3.69 (6H. s), 8 3.82 (3H. s), 5 3.95 (3H, s), 8 6.30 (2H, s), 8 6.49 (1H, d, 7=1 1.86), 8 6.77 
(1H, d, 7=1 1.84 Hz). 5 7.09 (1H, d, 7=8.93 Hz), 6 7.36 (1H, d. 7=8.9 Hz). 



(gljfcflU : 2' , 3' ->7 3 y- 3. 4, 4' , 5-fh7^f + ->- (Z) 10 

(Z SB - 3 B) ) 
[ 0 0 9 6 ] 
Mb 2 6 ] 



r (2:1) <n^%a*<r) 2 * , 3' h a- 3, 4, 4' , 5-f H 

^*y- (Z) -^-f-Jb^O (0. 4 2 2-gx 1. 08 mm o 1 ) (O X < mW^tzWM 
fc, 5 0 r*"CiH*Lfeo ^^Sfc®!^- MJ S A (1. 88g, 10. 81mmo 

u io. o^») *in;U *<a»& 6Mi:fctoT, 3t^£^ -eini^ l 

Sfc®.x^;u (4X25mL) tttHJLfc. ib*fc#«f t^-f >Tft»L, Na 2 S 
0 4 -C«i»U f LTffitCTilgLfco «D * ^flJt T L C fcsWt\ 

2' , 3' ->'7?y-3, 4, 4' , 5-Thy*h*~y- (Z) - * > 



Mb 2 7 ] 

'H NMR (360 MHz, CDC1 3 ): 63.61 (6H, s), 8 3.80 (3H, s), 8 3.82 (3H, s), 8 6.38 (1H. d, 
.7=8.44 Hz), 5 6.48 (1H, d, 7=12.12 Hz), 5 6.49 (2H, s), 5 6.52 (1H, d, 7=12.06 Hz), 8 6.66 Hz 
(1H, d, 7=8.43 Hz). 



(^ffim 5:2' --h'J>75 K-3, 4, 4' , 5-f Ky- (Z) - * f - 

^> (Z S B- 4 5) ) 
[ 0 0 9 8 ] 
Mb 2 8 ] 




20 



30 



[ 0 0 9 7 ] 




50 
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A. 2' -FMOC - L --fey >T< K- 3 , 4, 4', 5-f f^f^-(Z) ~ 

2-7?7-3, 4, 4' , 5-rF7^f=lry- ( Z ) - J* JU^ > (0. Il4g, 
0. 3 6 2 mmo 1 ) <Z> J: < L D M F ( 2 m L) DCC (0 

. 1 0 ] g, 0. 4 8 9 mmo 1) , FMOC (Ac) L-t'J>T5 K (0. 1 73g 
. 0.4 6 7 mmo 1) ^itfHOB t. H 2 0 (0. 0 7 0 2 g, 0. 520mmol 
) £Anx.fc 0 2 1. 5B»M^ EtOAc^iDx., 

T'5tU^#L, ^LT/y^f >-C20i5fe»L, *<0#«ffl*«*^ U * A^g*SLfco 
^Itfe^-f Ji^y -v;v+B^T L C (60%^^t>-EtO 
Ac) T~2 Hlffi^LT, 2' -FM0C-L-bV>75 K- 3 , 4, 4' , 5-f f7 w 
*h*is- (Z) -*?-Jl^> ( 0. 1 3 0 8 g, JK^5 4%) £^£ 0 



B. 2' -bU >7 5 K-3, 4, 4' , 5-ff7^F^y- (Z) - <7>p£!l 
2' -FMOC-L--t'J >7^ F-3, 4, 4' , 5~7"h^.*f^->- (Z) 

(0. 131g, 0. 2 2 6mmol) *y?DD^r/l. 5mLi:iHL, <€■ 
LTMeOH (1. 5mL) is «fc 0 s 2 N-*BMfc:J- h 'J •> 0 . 2 2 m L (0. 0 

1 7 6 g> 0. 4 4mmol) £iD;Lfco ^ORJ&a-g'to*. 18^^Lfc 

LC (9 5%CH 2 CI, -MeOH) tffiULT, 2' , 3' -v'T^y-3, 4, 4 
' , (Z) -^^Jl/^> (5 2. 9mg> 6 7%) *&tz 0 



'H NMR (CDC1 3 . 300 MHz) 6 9.65 (s, 1H). 8.02 (d, 1H, J= 2.6 Hz), 7.15 (d, 1H, J= 8.5 Hz), 
6.68 (dd, 1H, J= 8.5, 2.6 Hz). 6.60 (d, 1H. J=12.1 Hz), 6.49 (d, 1H, J=12 Hz), 3.81 (s, 3H), 
3.79 (s, 3H), 3.72 (m, 1H), 3.62 (m, 1H). 3.60 (s, 6H), 3.36 (t, 1H, J=5.3 Hz), 1 .80 (br, 2H). 
,3 C NMR (CDClj, 75 MHz) 5 171.8, 159.5, 152.8, 137.7. 135.8, 132.6. 131.8. 130.1, 124.3, 
1199. 130.9, 105.8. 105.2,65.1.60.9.56.5,55.9,55.5. 

(*i&f?H6 : C A - 4 Pp»^/va.^-jr;v, y - (Oxi-com-209)) 40 

10 1 0 1 ] 

Hb3il 




(br, 1H), 7.91 (S. 1H), 7.77 (d, 2H, J=7Hz), 7.57 (br, 2H), 7.40 (br, 2H), 7.31 (br, 2H), 7.13 
(d, 1H, J=8.5), 6.70 (dd. 1H, J=8.5. 2.4 Hz). 6.32 (br, 2H), 6.22 (s, 2H). 5.27 (m, 1H), 4.54 
(m, 2H), 4.40 (m, 1H), 4.19 (m,lH). 3.80 (s. 3H). 3 72 (s, 3H), 3.48 (s. 6H). 1.95 (s. 3H). 



20 



[0 10 0] 
[it 3 0 ) 



30 




50 



C27) 
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(1*1 A) 

2--/7yxfJl'y-fV^nH'J^nD*7*7^^hO. 6 0mL (2. 6 9 mm o 
1 ) % m7kK*--y t«l3t0. 90mL (5. 2mmo 1) *5 J: tf&TM 9 J- to (A 
ldrich) 0. 14ml (3. 4 6mmo 1 ) Sr. 4S7RTHF (1 5mL) + T 
Jl/tf'/TCT, »Loo, KJS3*fc 0 **>EJfc«- 2 OWIHHBfr**, ^LTTLCt 

jcf-;i/-^N^+h>cD 5 0:5 0 fi#*©»l7D> h KjHt&TX 'n * -if > <7) 5 %Kf 
■x-rJl/tfTN Rf = 0. 1 2^^^-S) o £<?>?£U #5j2. 5 

g <7)-><;#^ (crtui, j> 'jxf-ji/7 5 y-p^fc+flLfc) ^ix.> L r isi^ii-c 

#^;u£B i o t a g e FLASHUftftA (S I M) * - h V ? f Ltv 
'JA««FLASH 20S*7A (Biotage FLASH 40^n7^ 
-^fACT, A^t>^7%ftSxf^^^ J±7J= 1 5 p S i ) T^/±i 
Lfco : ffiliiU f^W^v'J *r^«r#& 2 5 0 ml<^)15%h 'j^^-jvr^ 

C$6 0% (iDjlBi'on*^*??^ ht^LT) 0. 3 7 2 g(l. 6 0m 
mo 1) co^fig^^^r^o 
[0102] 
(XfIB) 

* > 7^-#^77^3Ct, 7*^>Tt, 7-fc V - h 'J ;i/ (Fluka) +0 0 
. 4 5M 1 H-x h 7y-)^»:, I*S 1 V>£.&®0 . 3551g (1. 529mm 
o 1 e s) SriD/lfco >fcfc> TJVr/^TKT, S#Loo, ffiWS^fe £*>»»^£ , a 
yyis? X?j-y A 4 (C A 4 ) O&tTkiM;^ ^ l/>-}§?&3 . 7mL(0. 1 5 1 5g/ 
m 1 = 0 . 56g, 1. 70 mm o 1 ) £*9>o < V) tMT Lfco £<*>R)fc»ix 5 0:50 

0. 7 0 (uvT-^x., C A 4&*<£*tBMb-*-* -^K'J'/T* 

[0103] 

(IfIC) 

Clc^m. Z<DK]&1&&V9K, m - ^ n fl,* (70-75%, Acros 

) 0. 449g (H)2mmol) fciJP*., * LT £fift&?>JI26feW\ |tj<?5 J:?!:, TLCt 
^-^-Lfco 1 OtxWTN K'ft-y^^x/V/<^i3:H^*^Jft**^e>^t*ofc^ ^O 
RJ&£ 2B*H£fi : L-fco -e^^fife^coTL 'J >^KJ: *) , 5 0:5 0<?)Mxf 

^-/N^r-^-vifucT, 3 0 OR f £^r&/£^^#^# ? ^7^i: &o7tr 0 

M^77 7ya^D7^57^ -"Cflil L"C, 0. 2 5 0 g ( 0. 540mmoK 
JW3 5 %) o£j&^£#. dttfi, 1 -H*3«fcO f 3 1 -P NMRKiU, 

[0104] 

(1*1 D) 

1*1 3 ^#£££#£±^0. 2122g (0. 4 5 9 8 mm o 1 ) £ 8 0:2 00;* 
? S - fr-i&ttJ^Uymy&l 0 m 1 KiSL, f:C, i7^^-7i$ (28-30 
%<DT>*-7, Acros) 0. 15ml (1. 1 4 mm o U *J2 . 5 S*) SrjJDx. 
, 2 4 ^Hi:fe?t:oTSJ5?*/!:o :o3-7^ynk^^ HJiUJM, 

flKX^) , ^9 0%<DUm (^itl±, 1 - H£ «fc£/3 1 - P NMRTiSLfc) iit; 
9 0%^S^?.M (£tUi, HPL C^J:0 J ^«B«^atSl^«fc*) jELv»&J«» 

[0105] 
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2 * - V >Wt--T 4,4' , 5-rf7> t>*y- ( 

Z) (ZSB-lA) 

[0106] 

Mfc 3 2 3 




[0107] 

2' -'J h 'J 3, 4, 4' , 5-TV7*h*is- ( 

Z) (Z SB - 2 A) 



[0109] 

3' , 5' 4, 4' , (Z) -X*-n"<y ( 

Z S B — 1 B ) 

[0110] 

Mb 3 4 ] 



148.62, 152.83. 



[0111] 

3' , 5 ' -'J >»E9^- h'J^A-3, 4, 4' , 5-fh7^+->- (Z) -*?-JV 
^> (Z S B- 2 B) 



[0108] 
3 3 ] 




OCH, 





C29) 
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[0112] 
[it 3 5 ] 




[0113] 

2' -^Dt- 3 ' - Kn^y- 3 , 4, 4' , 5-tf7^ Kv- (Z) -.Xf-JU 
^> (Z S B- 1 6) 

[0114] 

[ft 3 6 ] 




(530mg, 51.5%, Elf* ). HNMR (ppm. 8): 6.83(1H, d, J=8.5), 6.70{1H, d, J=8.5Hz), 6.56(2H, 
s). 6.42(2H. s). 3.94(3H. s), 3.88(3H. s). 3.65{6H, s) CNMR(ppm, 5): 153.13, 146.36, 
143.54, 137.54, 132.43, 131.52. 131.10, 129.14, 121.97, 110.61, 109.87106.44, 61.30, 56.83, 
56.22 



[0115] 

2' -7'nf-3' -'J Y U ^A- 3, 4, 4' , (Z) 

-X^Jl/-^> (Z SB - 1 7 ) 

[0116] 

Mfc 3 7] 




OCH, 



(120.2 mg, 0.2.3mmol. 71.4%) 'H-NMR(ppm, 5): 6.67( 1H, q), 6.52(1H, d, J=11.9Hz), 
6.43(1H, d, J=I2.4Hz), 6.36(2H, s), 3.63(3 H.s), 3.55(6H, s), 3.47(3H, s). 
,3 -CNMR(ppm, 5.CDC13): 152.32, 133.50, 130.96, 130.74, 129.96, 125.06, 111.69, 106.71, 
61.17, 56.1 l.P-NMR (ppm, 6): 1.06. 



[0 117] 

2' -tKD^->-3, 3' , 4, 4' , S-s<y?Jh*i/- (Z) -*f-;l"<> (Z 
S B - 1 8 ) 
[0 118] 



(30) 
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[it 3 8 ] 




(1.49g 4.3mmol, 82.7%) HNMR(ppm, 8, CDC13): 7.27( 1H, d, J=12.3Hz), 7.08(1H, d. 
J=8.3Hz), 7.03(1H, d. J=13.5Hz). 6.75(2H, s), 6.53(1H, d, J=8.6Hz), 3.92(6H, s), 3.90(6H, s), 
3.88(3H, s). CNMR(ppm, 6, CDC13): 153.70. 152.05, 147.73, 137.83, 135.86, 134.36, 
128.09, 123.12, 122.15. 118.11. 104.43. 103.66.61.39. 56.50.56.27. 



[0119] 

2' - 'J h U 2 A - 3 , 3* , 4, 4* , 5-^>?> f^y- (Z) -*f-JV 

^> (Z S B- 1 9) 

[0120] 

[^3 9] 




(97mg, 0.21mmol, 42%, <H* ) 'H-NMRCppm, 5, D20): 7.25( 1H, d. J=12.3Hz). 7.08(1H, d, 
J=8.3Hz), 6.93(1H, d, J=13.6Hz), 6.83 (1H, d, J=8.6Hi). 6.71(2H, s). 
PNMR (ppm, 5, D20): 2.97 

[0121] 

3' 3' , 4, 4' , 5-^>^h^->- (Z) -X^-Jl^O (Z 

SB-20) 

[0122] 

HC4 0] 




(560rag 1.62mmole, 62.3%). 'H-NMR (ppm,5,CDC13): 6.88(2H, s). 6.80(1H, s), 6.72(2H, s), 
6.63(1H, s), 3.92(12H, s), 3.86(3H.s) C-NMR(ppm, 5, CDC13): 153.79, 152.84. 149.83. 
135.70, 133.83, 133.37, 128.70, 128.30, 106.47, 103.84. 102.86. 61.40. 60.83. 56.52, 56.27. 



[0123] 

3' , 3, 4, 4' , 5-^>*^b*->- (Z) -*?-/W«>' (Z 

SB - 2 7 A) 
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[0124] 

[ft 4 1 J 




(251.5 mg, 0.726 mmol, 72.6%) 'H-NMR (300 MHz, CDC1 3 ): 5 6.73 (d, J=8.7 Hz, 1H), 
6.58 (d. J=12.3 Hz, 1H), 6.52-6.44 (m, 4H), 5.80 (s, JH), 3.85, 3.79 (s,s, 9H), 3.63(s, 
6H).CDC1 3 ):5 153.1, 147.5, 145.8, 138.9, 137.4, 133.0, 130.4, 125.4, 124.2, 120.9, 120.6. 106 
.8, 106.4, 61.3, 61.2, 56.7, 56.6, 56.2. 



[0125] 

3' - >; ym~ i- b y *? a- 3 , 3' , 4, 4* , 5-^>?* b*^- (z) -7>3-)v 

^> (ZSB-27B) 
[0126] 20 
[ft 4 2] 




(117.8 mg, 0.25mmol. 73.7%. Elf* ). 'H-NMR (300MHz, D20): 6 6.70 (d, J=8.4 Hz, 1H), 
6.55 (d.d J=12.1 Hz, 5.5Hz, 1H), 3.70, 3.56, 3.48. (s.s.s, 15H). ,3 C-NMR (300 MHz, D20): 8 
153.2, 152.3, 150.9, 137.1, 136.9, 136.0. 134.0. 126.5. 124.2, 124.1, 108.3, 106.7, 61.2, 61.1, 
56.2, 56.1. 3, P-NMR (300 MHz, D 2 0): 8 1.43 



[0 12 7] 

4' -3-F-3, 4, 5, 5' -rh7> h^y- (Z) 

^ > (ZSB-29A) 

[0 12 8] 

[ft 4 3 ] 
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(0.72 g, 1.5 ramol. 88%,j*tt1*).'H-hfMR (CDC1 3 , 300MHz): 6 3.67 (s, 3H); 3.73 (s, 6H); 3.84 
(s, 3H); 6.09 (s, 1H);6.39 (d. J = 12.1. 1H);6.47 (d. J= 12.1, 1H); 6.53 (s, 2H); 6.74 (d, J = 
1.6, 1H); 7.30 (d. J= 1.6, 1H). 



[0129] 

4' M;? A- 2' - 3 — K - 3 , 4, 5, 5' -r^n+y- (Z) 

( Z S B - 2 9 B) 

[0130] 
[it 4 4 ] 




[0131] 

2' , 5' 4, 4' , 5-r h^y- (Z) ( 

Z S B - 3 3 A) 
[0132] 




[0133] 

2' , 5' 4, 4' , 5--rh^h*->- (Z) -7,^;V 

^> (Z S B - 3 3 B) 

[0134] 

[it 4 6 ] 



(33) 
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[0135] 

2 ' , 3' -yt Kn^ry-3, 4 , (Z) - 7.^- )\>'<y (ZSB- 

3 6 A) 
[0136] 
[ft 4 7] 




(0.5g, J.65mmoi, 43.3%) 'H-NMR (CDCI 3 , 300MHz): S 3.63 (6H,s,2*OCH 3 ); 3.83 (3H, s. 
OCH 3 ). 5.10 (1H.S, OH). 5.50 (lH.s,OH). 6.47 (2H.S.H-2.H-6), 6.53 (lH.d,J=l 2.04Hz,- 
CH=CH-).6.60 (lH,d.J=l 2.06Hz. -CH=CH-), 6.92 (3H,m,H-4\H-5\H-6'). 



[0137] 

2' , 3' -v*7,7i-h-3, 4, 5-MJ (Z) -X?-Jl"<> (ZSB 

— 3 6 B ) 

[0138] 

[It 4 8] 




(0 036g, 0.07 lmmol. 59.1%, B«) 'H-NMR (300MHz. D20): 6 3.69 (6H,s,2*OCH 3 ); 3.77 
(3H. s, OCH3), 6.66 (2H.S. H-2.H-6), 6.73 (lH,d,J=I2.02Hz,-CH=CH-), 6.86 
(lH,d,J=12.21Hz. -CH=CH-), 6.98 (2H,m,H-5\H-6'), 7.24 (20H, m. 4*C6H6), 7.36 
(lH,d,J=7.14Hz, H-4') PNMR (300Mhz, D20) 6 -3..27. -3.88. 



[0139] 

3 ' . 4 ' yfc Kn#->- 3 , 
7 A) 

[0140] 
[it A 9] 



5 -h'J (Z) (ZSB- 



(34) 
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[0141] 

3' , 4' ->'*X7i-F-3, 4, 5-hV*h*is- (Z) (ZSB- 
3 7 B) 

[0142] 

[it 5 0 ] 




[0143] 

4' + 4, 5 - MM (Z) -**-/l"«>' (ZSB-40A) 

[0144] 
Mb 5 1 ] 




[0145] 

(ZSB-40B) 4' -*^7x-h-3, 4, 5 - h'J^ h^y- (Z) - * ;w 

[0146] 
Mb 5 2 ] 



(35) 



JP 2005-507912 A 2005.3 




(85 mg, 0.20 mmol, 30.0%). J H-NMR (ppm, 8): 7.13 (lH.d, J= 8.3 Hz), 7.00(lH,d, J= 8.3 
Hz), 6.59 (2H,s). 6.56 (lH,d,J=13.00), 6.45(lH,dJ=12.1 Hz), 3.67(3H,s). 
l3 C-NMR(ppm, 5): 153.00, 133.50. 130.00. 129.80, 129.76, 125.00, 120.05. 119.50, 108.00, 
106.44, 61.00, 56.01. PNMR (ppm. 5): 0.10. 



[0147] 

2' -y)l>*a-3' -tKDJfy-3, 4, 4' , 5-fh7^h^y- (Z) 
)l"<y (ZSB-41A) 

[0148] 

Mfc 5 3 ] 




(126 mg, 0.37 mmol, 74.8%). 'H-NMR (300 MHz, CDC1 3 ): 5 6.79 (t, J= 8.4 Hz. 1H), 6.57- 
6.50 (m, 5H), 3.86(5, 3H), 3.85 (s, 3H), 3.80,(s, 6H). "C-NMR (300 MHz, CDCh): 
5 153.2, 150.6, 147.9, 147.4, 137.6, 134.4, 134.2, 132.8, 131.6, 122.33, 122.29, 120.27, 1119. 
25, 119.08, 106.3. 61.29. 56.78, 56.25 



[0 1 4 9 3 

(Z SB- 4 IB) 2' -7^*n-3' ~ } ) ~sWt — i~ h 'J "7 A - 3 , 4, 4' , 5- 

h^fy- (Z) 
[0 15 0] 
Mb 5 4 ] 




[0151] 

2' -HKD + y-3, 4, 4' , 5 —r h y * h*z/- (Z) -A + A"<y (ZSB- 
4 6 A) 



(36) JP 2005-507912 A 2005.3.24 

[0152] . 

[it 5 5 ] 




(620mg. 55%, Btt ). HNMR{ppm, 5, CDQ3): 7.43(1H. J= 8.6Hz), 7.20{1H, d, J=16.3Hz), 
6.94(1H, d, J=16.3Hz), 6.74<2H, s), 6.55(1H, d, J=8.3Hz), 3.92(6H. s), 3.88(3H, s). 3.81QH, 
s). 

[0153] 

2' - d y&--r y y ^ a- 3 , 4, 4' , (z) ( 

ZSB-4 6B) 
[0154] 

Mk 5 6 3 




HNMR(ppm, 6, D20): 7.49(lH.dO, 7.36 (lH,d), 6.94 (4H,m), 6.57 (lH.d). 3.77(6H,s), 
3.71(3H,s). 3.65 (3H,s). PNMR(ppm, 8, D20): 1.26. 



[0 15 5] 

3, 5 -->*.=. ho- 3, 4, 4' , (Z) - X* JW<> (ZSB- 

13) 

[0 15 6] 
[it 5 7 ] 




[0 15 7] 

3' , 5' ->'7^-3, 4, 4' , 5-fF7^^y- (Z) -^^;V^> (Z S 
B- 1 4 ) 

[0 15 8] 

Ht5 8] 
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'H NMR (CDC! 3> 360 MHz) 6 6.56 (s. 2H), 6.41 <d. 1H. /=72.2 Hz), 6.34 (d.lH, J=12.2 Hz), 
6.14 (s, 2H). 3.82 (s, 3H), 3.72 (s, 3H), 3.70 (s, 6H ). 



[0159] 

3' , 5' -v-fcU >T ^ K- 3 , 4, 4' , 5-rh7^h + ">- (Z) --Xf-Jl"^ 
(Z S B - 1 5) 
[0160] 
[M 5 9 ] 




[0161] 

(Z SB - 2 8 A) 
[0162] 

6 o 3 



4, 4' 



5-rh7^ (Z) 




(80 tng, 0.23 mroole, 65%, ffitt ) 'H NMR: 3.64 (s, 6H, 2 x OCH 3 ); 3.81 (s, 3H, OCH 3 ); 3.92 
(s, 3H, OCH 3 ); 6.30 (s, 2H, aryl); 6.59 (d, J = 12, 1H); 6.68 (d, J = 12, 1H); 6.78 (d, J = 8.4, 
1H); 6.92 (d, J = 8.4, 1H). 



[0 16 3] 

2 1 --Fn-3, 4, 4' , 5-rh7^h^y- (Z) -.X'f-JWO (ZSB-39 
A) 

[0164] 

[-ft 6 1 ] 



JP 2005-507912 A 2005.3.21 




(5.29 g ,81% IS* ) 'H NMR (CDC1 3 , 300 MHz) 57.59 (d,l H, J= 2.7 Hz),7.24 (d,l H, /= 8.8 
Hz) , 7.01 (dd, 1H, 7=8.7, 2.7 Hz), 6.80 (d,l H, J= 1 1.9 Hz), 6.62 (d,l H, J= 12.0 Hz), 6.28 
(s, 2H), 3.93 (s, 3H), 3.86 (s, 3H), 3.62 (s.6H ). 



[0165] 

2' -T^y-3, 4, 4' , 5-Th7*h*zs- (Z) -X^)U^<> (ZSB-39 
B) 

[0166] 

[it 6 2 ] 




(0.817 g, 38?o). 'H NMR (CDC1 3 , 360 MHz) 67.03 (d, 1H, J=8.4 Hz), 6.51 (s,2H ), 6.49 
(d,lH, J=11.6 Hz), 6.42 (d, 1H, J=12 Hz), 6.30 (dd, 1H. J=8.4, 2.5 Hz), 6.25 (d, 1H, J=2.4 
Hz), 3.80 (s, 3H). 3.75 (s, 3H), 3.64 (s, 6H ), 1.55 (br, 1H). 



[0167] 

2 ' -tr/7U'-3, 4, 4' , 5-tf7^h^y- (Z) -7,*-)\"<> (Z S B 
-4 5) 

[0168] 

Kb 6 3 ] 




(0.817 g, 38%). 'H NMR (CDC] 3 , 360 MHz) 57.03 (d, 1H, J=8.4 Hz), 6.5 1 (s,2H ), 6.49 
(d,lH, J=l 1.6 Hz), 6.42 (d, 1H, J=12 Hz), 6.30 (dd, 1H, J=8.4, 2.5 Hz), 6.25 (d, 1H, J=2.4 
Hz), 3.80 (s, 3H), 3.75 (s, 3H). 3.64 (s. 6H ), 1.55 (br, 1H). 



[0169] 

3' -KKn + i/-5' - - h n - 3 , 4, 4' , (Z) 
^> (ZSB-43) 



JP 2005-507912 A 



[0170] 
[it 6 4 ] 



•H NMR (CDCb. 300 MHz): 3.72 (s. 6H). 3.85 (s, 3H). 3.94 (s, 3H). 6.42 (d. 1H, J=12 1 
Hz), 6.47 (s. 2H). 6.61 (d. 1H, 1=12.1), 7.16 (d. 1H, J=2.0 Hz), 7.39 (d. 1H. J=2.0 Hz). C 
NMR (CDCb. 75 MHz): 56.04, 61 .00, 62.54, 106.06, 1 17.286. 120.73, 126.81. 131.34, 
132.38, 133.92, 137.92, 139.80. 142.64, 150.15, 153.18. 




[0171] 

3' -KKD*->-5' -757-3, 4, 4' , 5-fF7i F*->- (Z) 

(Z S B - 4 4) 
[0172] 
Mb 6 5 ] 




(60 mg, 15%.a«»). 1 H NMR (CDCb. 300 MHz): 3.71 (s. 6H). 3.78 (s, 3H), 3.84 (s, 3H), 
6.27 (d, 1H, J=1.9). 6.35 (d, 1H, J=1.9). 6.41 (d, 2H, J=l .5), 6.54 (s, 2H). 

[0173] 

2 ' -757-3' -tFn^y-3, 4, 4' , 5-7^7^^"/- (Z) 
^> ( Z S B — 4 8 ) 

[0174] 

Mb 6 6] 




(90.5 mg, 82%,»«ft) 3 H NMR (CDCb. 300 MHz): 3.64 (s, 6H). 3.81 (s, 3H). 3.84 (s. 3H). 
6 32 (d. 1H. J=8.4). 6.45 (d, 1H, J=12.1). 6.51 (d, 1H. J=12.0), 6.51 <s, 2H), 6.68 (d, 1H, 
J=8.4). ,3 C NMR (CDCb. 75 MHz): 55.7, 56.1, 60.8, 101.1, 105.9, 1 17.6, 120.1. 125.7. 
130.9, 132.1, 132.2, 132.6. 137.2, 145.7, 152.7. 



CA4Pv'xf jl/i^f JV (Ox i-com 15 7) 
[0 17 5] 
Mb 6 7 ] 
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H3CO OCH3 OCH3 



CA4Pv7f^f^ (Oxi-com 18 4) 
[0176] 
Mb 6 8) 



»-0-P-OCH 3 
OCH 3 

H 3 CO OCH, OCH3 



CA4P->?D^t>i7fJK T>*-V J* tit (Ox i - c om 1 9 1) 
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C72)^hj^ ^uy* 5 y, y 3 *7 r>vx- 

r^'j^^s v?^ 02114. ^Kxh>, a>^^*D- ^u-y 

X, X-f- h 3 12 0 

7^>-7-^S •?-(— JT--2 9 3 0 *5>-^>«j<-^, {'7>t>#-J''cy a 2 6 

F£— 4C086 AA01 AA02 DA34 MA01 MW4 NA14 ZA33 ZA36 ZB26 ZB27 
ZC01 

4C206 M01 AA02 GA18 JA06 WV01 W\04 NA14 ZA33 ZA36 ZB26 

ZB27 ZC01 

4H006 M01 AA03 AB28 BJ50 BN10 BP30 BU32 BV25 GP03 GP12 
GP22 

4H050 M01 AA03 AB28 



